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REMARKS 

The specification has been amended to correct an obvious typographical error 
regarding the abbreviation of peripheral bl ood mononuclear cells. No new matter was 
added. 

Claims 1-32 were pending in the application, claims 1-4, 9-12, 17, 29-32 were 
canceled, claims 19-28 are withdrawn from consideration, claims 5, 6, 7, 13, 15, 16, and 
18 were amended and new claim 33 was added lo claim additional aspects of the 
invention. Support for new claims can be found throughout the specification and, for 
example, at page 12, line 17-28. No new matter was added. 

Reconsideration of the present application is respectfully requested. 

Objection to Sneeifieatlnn 



The Examiner has objected to the specification because it refers to catechin as a 
flavanol while a Phytochcmical Dictionary from Harbome et. al., cited by the Examiner, 
defines catechin as a flavonoid. The Examiner believes that it is therefore unclear what 
class of compounds Applicants are referring to. 

Applicants respectfully submit that flavonoids are simply a larger class of 
compounds that encompass flavanols (see Attachment). Referring to page 1 of the 
Attachment, the foundational structure of flavonoids is a flavan nucleus, upon which 
variations such as the number and position of OH and/or oxygen groups and/or double 
bonds occur to define the various subclasses of flavonoids. For example, the suhclass, 
flavanol contains an OH group attached to the 3 position of the flavan nucleus, and it has 
no double bond in die C ring (see Attachment, pp. 3-4). Thus, flavanols are a subclass of 
flavonoids. Applicants have shown by the use of a structural formula what is understood 
as 'flavanol" (see specification, page 5, lines 17-2 J. 

Therefore, wilhdrawal of the objection is respectiully requested. 



6 

{W:\DOCS\NJPaiO]0\oi33u S ivoooo5]2J.DOC) Amendment and Response to Office Action 

Mailed May 30, 2006 
US Appl. Ser. No. 10/725,805 
Filed December 2, 2003 



PAGE 7rt 7 * RCVD AT 5/3W2006 2:29:52 PM [Eastern Daylight Time] * SVR:USPT0-EFXRF-3/1 0 * DNIS:2738300 * CS1D:9143330615 * DURATION (mm-ss):05-18 



05/38/2006 14:22 9143330615 



NADA JAIN PC 



PAGE 



Rejection under 3 5 U.S.C, 6112, 2 nd Paragraph 

Claims 1-18 and 29-32 are rejected as indefinite under 35 USC § 1 12, second 
paragraph uu the same ground as the Examiner's objection to the specification. Based on 
Applicants' above remarks, withdrawal of the rejection is believed to be in order. Such 
action is respectfully requested. 

Rejections und er 35 U.S.C. S 112, 1st Paragraph 

The Examiner rejected claims 1-18 and 2W2 tor lack of written description 
under 35 USC § 1 12, first paragraph on the ground that the specification fails to teach 
how to assess individual baseline cytokine levels in order to diagnose or treat an 
individual. Applicants respectfully traverse the rejection. 

The essence of Applicants 3 invention is the discovery of a diagnostic tool that 
allows for individualized (personalized) diagnosis. Series of flavanols and procyanidins 
is used to diagnose TGF-p responsiveness of a subject. Depending on the starting body 
levels of TGF-p, the subject will respond differently to various flavanols and 
procyanidins as detailed below. It is that differential response that is used for diagnosis. 

Thus, the specification defines "baseline cytokine level" (page 12, lines 13-16) 
and teaches that a subject's "baseline cytokine level" can be obtained by extracting a 
body sample, such as blood, and measuring the level of cytokines in the sample as 
described, for example in Example 2, pages 26-30. To determine "cytokine 
responsiveness," aliquots of the sample arc incubated with a series of flavanols and 
procyanidins ranging from monomers e.g., epicatechin to procyanidin decamers, or 
mixtures thereof, and the resulting TGF- p levels are measured following incubation (see 
e.g., page 12, line 17-page 13, line-2 of the specification). 

By comparing TGF-p levels after incubation of each diagnostic sample with the 
baseline TGF-p level prior to incubation), and determining whether those values 
have increased or decreased, a subject can be diagnosed as a low or a high baseline TGF- 
P producer (page 13, line 3 to page 14, line 2). For example, if a subject shows an 
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urease of TGF-0 in » epicatechjn a„ d lower oligQmer ^ fa ^ ^ 

baseline level,, this subject is diagnosed as a low baseline producer. On the other hand 
.fa subject shows a decrease in TGF-p in higher oligomer procyanidin samples in 
comparison with the baseline levels, this subject is diagnosed as a high baseline producer 
(page 13, lines 6-18 and Example 2, see also Figures 2 and 1). 

Once a subject is diagnosed as a low or high TGF-p producer, a person of skill in 
the art would know to identify which conditions) the subject suffers from, or more 
importantly is at risk of, given known correlations between TGF-p" and certain medical 
condmons such as atherosclerosis, cardiac fibrosis, coronary heart disease and renal 
dxsease or failure (see, specification page 14, line 19 to page 15, line 18). Once 
diagnosed, dietary and pharmaceutical regimens can be designed, and a subject may be 
treated, as described in the specification (e.g. using flavanol/procyanidin compounds) or 
any known method to increase or decrease TGF-0 (see page 16, line 4-page 23, line 6). 

Thus, a person of skill in the art would know how to diagnose a subject as a low 
or bgh baseline producer based on the above summarized guidance in the specification 
and would then know how to treat the subject based on the guidance in the specification 
and knowledge in the art. 

In summary, in view of the guidance in the specification and the general 
knowledge in the art, a person of skill in the art would have recognized that Applicants 
were in possession of the invention as of the filing date of the application. Withdrawal of 
the rejection is respectfully requested. 



* * * 



The Examiner sites several grounds for rejection of claims 1-19 and 29-32 for 
lack of enablement under 35 USC § 1 12, first paragraph. Applicants will address mem in 
turn. 

(0 The Examiner states that only claims directed to TGF-p are enabled. The 
claims have been amended to recite TGF-p. Therefore, the rejection is now moot. 

(ii) The Examiner siates that only the effect of TGF-p on PBMC is enabled. 
Applicants respectfully traverse the rejection. Applicants need not enable all cells in the 
body of a human or veterinary animal because a person of skill in the art would know 
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which cells express TGP-p and thus would know how to select a suitable body sample to 
use in the methods of claims 1-19 and 29-32. Withdrawal of the rejection is respectfully 
requested. 

(in) The Examiner also asserts that the specification does not provide enablement 
for derivatives of compounds recited in the rejected claims. Claims 7, 13 and 15 were 
amended to delete reference to derivatives. Therefore, the rejection is now moot. 

(iv) further, the Examiner states that the claims lack enablement because they 
recite "homeostatic cytokine levels" while the specification does not indicate what 
constitutes a homeostatic cytokine level. While Applicants believe that homeostasis is a 
recognized term in ihc medical art, and is denned in the specification at page 13, lines 25- 
27, to expedite the prosecution of the application, the term has been rephrased. 
Withdrawal of the rejection is respectfully requested. 

(v) Lasdy, the Examiner rejected claims directed to treatment of diseases as 
lacking enablement because the specification contains no examples of treating diseases. 
As was disclosed at pages 14-15 in the specification, specific diseases related to varying 
levels of TGP-p as well as other cytokines were well known in the art as of the effective 
filing date of the application. For example, decreased levels of TGF-pl had been 
detected in subjects with advanced atherosclerosis (see Baxter et al., J Cardiovasc Pharm 
2001;38:930-939), excess TGF-(31 has been shown to lead to cardiac fibrosis (see 
Pearson et al., Methods Enzymol 2001 ;335:350-360), renal disease or failure, coronary 
heart disease (see Grainger et al., Hu Mol Gen 1999;8:93-97) and coronary vasculopathy 
following cardiac transplantation ( see Wang et al., Cardiovasc Res 1997;34:404-410). 
Based on the guidance in the specification and the general knowledge in the art, a person 
of skill in the art would have been able to identify conditions that can benefit from 
reducing or increasing TGF-p - levels. Withdrawal of the rejection is respectfully 
requested. 
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Conclusion 

In view of the above amendment and remarks, Applicants believe that the 
application is in condition for allowance. Such action is respectfully requested. 



Respectfully submitted, 



Date: May 25, 2006 




Nada Jain 
Reg. No. 41,43 




NADA JAIN, P.C. 
560 White Plains Road 
Taiiytown, NY 10591 
Telephone: 914 333-0610 
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